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ANSWER 1 OF 18 WPIDS COPYRIGHT 2004 THE THOMSON CORP on STN DUPLICATE 

2004-282845 [26] WPIDS 

C2004-108672 

New purine derivatives useful as adenosine A3 t 
receptor agonists for treating e'.g. cancer and neutropenia 
B02 

CRISTALLI, G 

(CRIS-I) CRISTALLI G; (CVTH-N) CV THERAPEUTICS INC 
105 

WO 2004022573 A2 20040318 (200426)* EN 44 

RW: AT BE BG CH CY CZ DE DK EA EE ES FI FR'^GB GH GM GR HU tE> IT KE LS 
LU MC MW MZ NL OA PT RO SD SE SI SfC^SL SZ TR TZ UG ZM ZW 
AE AG AL AM AT AU AZ BA BB BG B£-3Y BZ CA CH CN CO CR CU CZ DE DK 
DM DZ EC EE ES FI GB GD GE GH>dM HR HU. ID IL IN IS JP KE^JCG— KP-^KR 
LS LT LU LV MA/MD MG MK MN MW MX MZ NI^N0^fJZ~OM PG- PH 




W: 



SD SE 




SL SY. TJ TM TN TR. TX^fZ:,UA UG UZ 



KZ LC LK LR 
PL PT RO RU 
YU ZA ZM ZW 
US 2004121978 Al 2t)040£2# (200442) 
AU 2003268526 Al ^00403*29 (200459) 
WO 2004022573 A2 WO 2003-US28025 20030908; 

2002- 409424P 20020909, US 2003- 

2003- 268526 20030908 

AU 2 0032^B5^^AJ^a&ed^bn WO 2004022573 
US 200^0g4£^r 20020909; US 2003^657762 

WO20040 s 2*&3^A UPAB: 20040421 
NOVELTY - Purine derivatives (I) are new. 

DETAILED DESCRIPTION - Purine derivatives of formula 

R = H or lower alkyl; 

Rl = lower alkoxy or cycloalkyloxy (both optionally substituted) • 

R2 = alkyl, cycloalkyl, (hetero)aryl (all optionally substituted) 
or trialkylsilyl; 

R3 = hydroxymethyl or R4R5NC(0); and 



Provisional 
AU 2003268526 Al AU 



20030908 




(I) are new. 



H 



searched by Alex Waclawiw Page 1 



Eric Crane 10/657,762 

I^EPENDENT^^lMS^r^also 'include^for 117 SUbStitUted) °* 
1 preparation of (I) ; and r: 

adenoiiL^rreclpto'rs: 63 " 119 3 State * stimulating 

Receptor Agonist " Adenos "e A3 



neutropenia (il-SaSTr'SuSaSlelrS^I^ 3 " "™* « cancer! 

leukopenia and inflammation cardiac ischemia, asthma, 

ADVANTAGE - (I) Are ■ 
adenosine receptor and thn!? Ernsts of A3 

by interaction P wxth other d 1° * Side SffeCtS caused 
Dwg.o/0 adenosine receptors. 
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DN 141:71783 
TI 



AU 
CS 
SO 



PB Marcel Dekker, inc. VC/ 

LA English ^*Cffi ^^° D 

AB in the search for agonists for t-h» „i ■- ■ 'X 

subtypes, S-phenylh^droxy^ropyn^s^r^^^^ 081 ^ rece P tor ' • 
(PHPMECA) , 2-phenylhydrox^roD^vl 5- m ^ ? arb ° Xamido adenosine 
(PHPPECA), and N6-ethyl-2^eSiHr ' N - pro Py lcar boxamido adenosine 
ethylcarboxamidoadenosine Sere JZtll ^ ' 

of alkynyl chains in 2-posItIon £ adln^ ^ that introduction 

reasonably good A2B ™t-»r,~ adenosine derivs. -resulted in cclon 

phenylhydL^rop^yfaSnLirSo ^2 ^ »<^thyl-£ 
Phenylhydroxypropynyl-5..N ! h!i v = 1,700 nM and 2 ~ 

1,100 nM, r™p.U™ ad tolT g t£ y ^ (PHPNECA). EC50 = 

assays, performed with recentlv e?«n2f * tUdles and adenylyl cyclase 
adenosine receptors, showed t^t tSe toTf^i^' ^' and A3 
in potency at A2B receptor, as wen as Til^T™* P roduced ■» decrease 
other receptor subtypes On i-hl U t general reduction in affinity at- n„ 
an Et substituent 1^6 position a^f ^ tbe -horary presence of 
same compds . led to (R, S ) -N6-ethvl 5 2! 4 ' "fthylcarboxamido group in the 

ethylcarboxamidoadenosine fnd W ^rS^ 1 i^r >XWr0pyn y 1 - 5, -»- 
ethylcarboxamidoadenosine which rffn ^ ^ phenylhydrox yP ro Pynyl-5 • -N- 
potency at A2B subtype. Hence \f, , £ th& ex P e cted increLe in 

ethylcarboxamidoadenosine ^ W l^^^^^S^^Wnyl "S 1 -N- 

CT Adenosine receptors 
CT Adenosine receptors 
CT Adenosine receptors 

S Himan tUre " aCtiVlty relationshi P 
CT Purine nucleosides 
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RE.CNT 16 THERE ARE 16 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

AN JTS ' °I " .2™ COPYRIGHT — ** on STN DUPLICATE 3 



2003:467788 CAPLUS 
DN 140:35310 
TI 

AU 

CS 



2- and 



0028-1298 

PB Springer- Verlag 
DT Journal 
LA English 



AB 9-Ethyladenine was used as the basil? foi =\i-^J„ c J 

adenosine receptor antagonists at hStafS -LET ■ ° non ^ anth ine 
adenine-based ?ompds we^e substxtuteS 7^ d f^ Sin ^ re "ptors. The 
of side chains including some aril or i"^ ? -position with a variety 

as 2-substituents in adenosine aid l> m lit 9r ° UpS P reviou sly tested 

for their effect on agonis? affinity The IrfiStTof (NECA) 
was tested in radioligand binding assays uf S A Ld A^^nT^Vn"? ^ ' 
of NECA-stimulated adenylyl cyclase activitv (S, A 3) and inhibition 
from CHO cells stably transited w^h lit Y I " membranes Prepared 

High affinity antagonists werf idenJifieS for^i (HthT^T type ' 
adenine, compound 2; 6- (1-butylamino) 9 « < 9 -ethyl -8 -phenyl -9H- 

A2A <8-ethox£-9-ethilade^^ compound 3), 

ass sy=?=£55S sS^r-ssa^-t?-- - • 

CT Affinity 

CT Human 

CT Pharmacophores 

CT Adenosine receptors 

CT Adenosine receptors 

CT Adenosine receptors 

CT Adenosine receptors 

CT Structure-activity relationship 

RE.CNT 24 THERE ARE 24 CITED REFERENCES "AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

» fof^AsZ °»™»» »•* ** O" ' DUP,XC ATE 4 ' 



DN 139:32207 
TI 



different biological behavior 

SiSSi/SSr LambertUCCl ' Catia '- Vittori, Sauro; Volpini, Rosaria; 
Dipartimento di Scienze Chimiche, Universita di- Came.rinp, Camerino, 62032, 

Journal of Molecular Graphics & Modellinq 02003?) 21 ui ^ 

CODEN: JMGMFI; ISSN: 1093-3263 ^003M 21(4), 253-262 
Elsevier Science Inc. 

Journal ( , 

English \fjfl) /p*J 

Adenosine (Ado, derivs. substituted at the C2 position with an alkynyl 
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chain are endowed with hiah affi^i*-. * 

receptors, while being tfs active L M human ^nosine 

the other hand, the introduction of „ al dZi ^ Subt ^ e - °* 

adenosme is detrimental for the a f f i ni t v a n rt C ? ai " at the 08 Potion of 
receptors, while is more tolerated bvthl P ° tenc y at Al, A2A, and A2B 
the stimulation of [35S] CTPy^ Mndi no , receptor... The evaluation of 

2-alkynyladenosines behavfls a^enos?^ 91 ^ that 

contrary, 8-alkynyladenosines b.h",: „ ^ ept ° rS a 9°nists while, on the 
demonstrated, by means of an NMR blsed anf ag ° niSts " . With this work we 
anal., that 8-alkynyladenosines difrfr^M c °^tational conformational 
cannot adopt the sugar-base anti confo™^ * ^ 2 "^^adenosines, 
receptor activation Furthermore nitwit™ required adenosine 
crystal structure of bovine Z^^n 9 5** f ecentl y reported x-ray 
the seven transmembrane domains of the'huLT'f *' built a 3D ™^ of 
the homol. modeling. After iden??fW huraan / denosin e A3 receptor with 
out docking expts. 9 demonstrating tS the tl^i S±te We ca ~ied 

different binding modes that exnUn ^ ° ° lass of mols - have 

and the shift of their aSivity^f rom aTonis^ * ° f affinit y ' 
Adenosine receptors agonism to antagonism. ... 



CT 

Adenosine receptors 
CT Adenosine receptors 
CT Adenosine receptors 
CT Conformation 
CT Human 

CT Molecular association 
CT Molecular modeling 
CT Purinoceptor agonists 

Purinoceptor antagonists 
Conformation 
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CT 
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2 S5e?i ^pSs"" 5 ^"^^^HT 2004 ACS on STN DUPLICATE 5 
DN 137:155141 

TI N6 -Alkyl -2 -alkynyl Derivatives of 

L e c~to ve A r isL at thf^ o ^::rr: 3 as Potent and 

S^™ Sara " 
so Italy Chimiche, Un-xversita di. Camerino,, Camerino, 62032, 

PB American Chemical Society 
DT Journal Y 
LA English 

OS CASREACT 137:155141 

AB A series of N6-alkyl-2-alkynvl derive ~e * 

synthesized and evaluated for their aff?n-f den ° s * ne (Ado) have been 
receptors and for their potency a A?b aSJnL human . Al, A2A, and A3 
corresponding 2- (1-alkynvl) deriv-= * adenosine receptor subtypes. The - 
(NECA) and Ado are useH reference ^JL?'^ 1 ^*^^™*** 
the activities of 2-alkynylAdos were ffi v Blndln 9 studies demonstrated that 
Al receptor and slightly decreased for bSJ ^ inC ^ aSed - for the adenosine 
to those of their corresponding Sscf Jerxvs ^ A2B subt ypes compared 
affinities of the two series o? nuctjSn ' whereas the A2A receptor 
a Me group on N6 of the 2 -IlkJnyJadenos^^ ' The Presence of 

affinity at the human A3 receZ ? ' educing an increase in 
resulted in an increase in A3^Lc a c ivity eCr I e rparticuL^ her 
searched by Alex Waclawiw Page 4 
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^^^^ ^^"r^w^SL 

introduce a tritiated alkylamino qroun In tF '' h6nCe ' 3 P r °cedure to 
far as the potency at the^B eceS th^ ^ ^ ' WaS carried «t. As 
the presence of the ethylcarboxamSK type of 2 -alkynyl chain and 

important; in fact, the 7 (sf -2^henv?h 9 H° UP ° n the SU 9 ar s ^ to be very 
";<f H B ' = 0.22 MM] provfd to^ne^f "*> "K™^ 

reported so far. On the ot-w 2 ? most P°tent A2B aqoni^ 

ethylAdo [EC50(A2B) , 0 shol ^ . (S) 7 2 -P^^roxypropy^yJ-^ . " 

Potency at the A2B subtype £ c^^,' "^J""""* of ■ 

the unsubstituted adenosine deSvs f ?th^ J ^ N6 " Me ' ^-iso-Pf, and 
potent than (S) -PHPNECA [EC50(Sb) "- n S 2? " resulted in being less 

^at the introduction of n " E aL^ ■ T J e8e obse ^ationI 
ethylcarboxamido substituent in the f' 1117, ^ ^ e N6 -P°sition and an 
phenylhydroxypropynyladenosine rn,,?H tl0n ° f (S) ~ 2 ~ 

potency at the A2B receptor lead t0 * c ^un d endowed with high 

^ Adenosine receptors 
CT Adenosine receptors 
CT Adenosine receptors 
CT Adenosine receptors 
CT Human 

i 7 sir 18 embme ~ 2om — - — -l: 

^ 2002412998 EMBASE 

TI Purine nucleosides bearing 1-alkvnvl • 

agonists . 9 x aA *ynyl chains as adenosine receptor 

so * la S ' A 9° stino 1- 62032 CamerSo 32 ^?^ Unive ^ita di Camerino 

CV Ne SS h N er^ as 6128 «~' : 
DT Journal; General Review 

FS 030 Pharmacology ' l «« 

LA English ° rU9 Lit6ratUre Inde * " / ''/...'.^ 

SL English 

" ^"^^ ™ Natives of 

tested on adenosine receptors from H ^ denosine (NECA), that have-been 
Most of compounds have been ch^ctf sources < have been reviewed 
radioligand binding assays on S orLn ^K tbe laSt ten by using" 

on different animal modeL . Mori recent "^anes functional studief 

T^f t0r subt yP^ have been sS bly ?™f' ^ f ° Ur hUman adenosine " 
(CHO) cells allowing for comparative SS? d lflto . Chin ese hamster ovary 
background, utilizinq radio! Tr,^ studies m a similar cellular 
•delate cyclase acciJuyla^ S £ di " <*<» r A<2« /^ 3 , , or 

searched by Alex Waclawiw Page 5 
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relevant increase in A (3) selects, >^ J r subt yP es - resulted in a 

methyl Ado showed an A 3 affinS £"fc£ P artlcular ' 2 -phenylethynyl-N (6) 
3-4 nM), and about 500 fold ffiL ) a£d T nanomolar range (K(i) A(3) I 
selectivity. -The presence of a hyiroxvf a2S • ° f0ld A(2A, / A < 3 > 
led to potent inhibitors of platelet aaLal? P X " alkynyl side ch ^ins 

-Introduction of particular a 99egation induced by ADP . 

2-phenylhydroxypr?py ny r g roup bot^in 1« ^ the raCemic 
led to highly potent, non sefectiv^ ^ ade " oslne and « NECA analogues, 
-For the potency at A(2B? receptor it^'VV 11 the f ° Ur subt ^ . 
of alkynyl chain in 2 -position and tL t0 Very im P°rtant the type 

on the sugar; in fact/the }s?-2 L^tiZT*™* ° f the ca rboxyamido gro^J 
EC(50) A2(B) = 220 nM proved to ^oxypropynyiNECA [ (S) -PHPNECA, 

reported so far. -The intz^JS^oftl^? ^ ?° tent A(2B) a ^ist 
adenosine led to very selective liatLt * Y \ hain ln 8 'Position of 
These nucleosides behave a Jno infant ^ A < 3 > ««pt;or subtype . 
stimulate basal [ (35) S] GTPyS bindina S ? £-k- 8 ' SinCe they do n °t 
binding. ^ omding, but inhibit NECA- stimulated 



CT Medical Descriptors: 
drug synthesis 
radioassay 
brain membrane 
genetic transfection 
CHO cell 

structure activity relation 

receptor affinity 

drug selectivity 

drug potency 

receptor binding 

drug structure 

drug receptor binding 

antihypertensive activity 

thrombocyte aggregation inhibition 

antioxidant activity 

human 

nonhuman 

rat 

animal experiment 

controlled study •• 
review 

priority journal 
Drug Descriptors: 



*purine nucleoside derivative- AN Hn, n = -. • 
*purine nucleoside derivative.' nv' dru 9- anal y?i s . 
•purine nucleoside deSvativl" m' t" 9 develc Wt 
•adenosine receptor aH^f 1 ^* ' P harma cology 
•adenosine receptor ™ ^"V analysis, 

•adenosine receptor iSSJlSS t^V ° V ' drUg dev elopment 
adenosine derivative? aS ^aSv^^' Pharmacology 
adenosine derivative- DV dSJI 78 
adenosine derivative! %\ XllZfoT^ 

2 Je^l^ DV ' dru 9 development 

ft f yaenosine: PD, pharmacology 

8 octynyladenosine: AN, drug analysis 

8 octynyladenosine: DV, drug^ development 

8 broS aden ° Sine: PD ' PhaLacolog? 
8 bromoadenosme: AN, drug analysis 
8 bromoadenosine: DV, drug development 
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8 bromoadenosine : PD, pharmacology 

2 lodo n ethylcarboxamidoadenosine : AN, druq analv^ 

2 lodo n ethylcarboxamidoadenosine- CM druo ™^ ' - 

2 iodo n ethylcarboxamidoadenosine:' m, drug develop 

2 nexenei e n hy ;rn b0X r id0aden0Sine: PD Smacoio^ 
-2 Mexynyl n ethylcarboxamidoadenosine- AM rtmn =r,oi • 
2 hexynyl n ethylcarboxamidoadenosine- Cm' analyS1S 

admiration hylcarbo — ^adenosine : IP, intraperitoneal drug 
alkynyl group 

rfSn^^ 6 re f e Ptor.- EC - endogenous compound 
receptor subtype: EC, endogenous compound 
adenosine Al receptor.- EC, endogenous compound 
adenosine A2a receptor: EC, endogenous compound 
adeno^ 81n ^K 3 rece P fcors ™> endogenous compound 
nucleoside dt" 6 ^^ 0 " E °' ™ d °^™™ compound 
me?nyr g roup eriVatlVe: EC ' endo 9— compound 
hydroxyl group 

cfrb:xyr gr oS° SPhate: end °^ nOUS C -P-nd 

phenyl group 

adenosine receptor blocking agent: AN, drug analysis 

£S S: stsg~ 

adenylate cyclase: EC, endogenous compound 9Y 

2 anilinoadenosine: AN, drug analysis 

2 anilinoadenosine: DV, drug development 

2 anilinoadenosine: PD, pharmacology 

adenosine A2a receptor agonist: AN, drug analysis 

adenosine A2a receptor agonist: DV drug development 

see rszxsjEttiis&Z 
HE ~ £ £s =ssL 

adenosine A3 receptor agonist- PD nhaL^i p 
neuroleptic agent : ? M , drug comparison harmaCOl °^ 
neuroleptic agent: PD, pharmacology 
superoxide: EC, endogenous compound 
unindexed drug 

unclassified drug ■ ■"■ 
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AN 2001:518628 CAPLUS C ° PYRIGHT 2004 ACS °n STN DUPLICATE 6 

DN 135:289005 ti- 

TI Introduction of alkynyl chains o^p^TT^T H I IV 

selective -ntagcmS^raS^^^^^ 0 " 1 ^'^ 1 t0 Very 
receptor Bine 

cs Dip«ti m .„to « w^'e^,. 0niversita di Camerlno , Camer . no 62o32 

PB Elsevier Science Ltd 
DT Journal 
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LA English 
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CT Adenosine receptors 



tt A 5 enosin e receptors 

» iS?5„\S 1 Lp3?" C0PVBIGHT 2004 *» - » orouoa , 

D N 136:20209 
TI 



AU 
CS 
SO 



„ SH° S ^r^^ l "=» 4 "'» CleiC ACidS '"■•«.».(4-7,.- ll i,,u S7 
nm parcel Dekker, inc. 

^1 Journal * 
LA English 

OS CAS REACT 136:202 09 ' 

Adenosine derivs . bear inn ' - 

were synthesized and tested f^T** (ar) al ^yl chains -at the 8 M ^ 
showed th*t- =n tested at human adenosine r *r**~- S-position 

CT Adenosine receptors A at 

RE COT UC 8 e ° S;ideS ' P re P a «tion 

« JSE,J.S l S„3™" C °"™HT ^00, »CS o„ STN DUPLI „ TE . . . . 
°N 136:20202 ~ 
TI 



AU 
CS 
SO 



Synthetic procedure fnr 

"iSn- rr-" 1 ™ °° ° £ novel - «~ 
co etan21 . .., La ^ rtucci , c . vitto .^ 

Dipartimento di Scienze rh,' m < u ' 
J ^°32, Ita lY _" e "' g »niv. rsity of Mer ino, Camerlno , 
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PB Marcel Dekker, inc / 
DT Journal ' ' 

LA English 

OS CASREACT 136:20202 ^—^ \\\ I U 

AB 2-Phenylethynyladenosine and its kt^Im^^- 

evaluated in binding assays ac nufa^SosT^ 6 Were synthesized and 
transfected on CHO cells Result^ 2 t 6 rece Pt°rs stably 
Phenylethynyladenosine is endowed wi^S ^ N6 -^thyl- 2 - 
at A3 receptoj^btyp,. Hence an if? ver y. hl 9h affinity and selectivity 
of t-T-ic-; _ ... , r:H 5 «ence, an alternative nrnr^,,^ « . cy 



<*<- «j receptoj^tibtyoe. Hence a , 1. iy " «"mty and selectivity 

^ triti ^02i^2 procedure for the synthesis 

treated me^famnHn ?he fina^stef ^ SSt Up to introduce 

Adenosine receptors p< 
CT Animal cell line 
CT Ligands 

RE . CNT 10 ^ „ „ ~„ ^ RECORD 



132:180801 

Cristalli, G. ' Lostanzi ' S. ; Vittori, S.; Klotz, K -N • 



DN 132:180801 
TI 

AU 

CS 



PB Marcel Dekker, inc 

DT Journal 

LA English 
AB 



ynyl) adenosine -5 1 -N-ethvlSonan,?^ ? aS1S that 2 " (hex-l- 

... different degree of seKt^tT^r ^adeno^ 9 °° d affinit ^ 

compds. were tested in radiol i Ln^ k ^ • n ° Slne re ceptors. All new 
with recently cloned^an" ^ ^IrTt , CyClaSe 

CT Adenosine receptors ' ' and A3 adenosine receptors. 

CT Adenosine receptors 

CT Adenosine receptors 

CT Adenosine, receptors 

S L^ptorT^ 1 ^ relationship 

RE . CNT 10 ^ X ^J~S^^ 0R THIS RECORD . 

2 JSK48«S F cL L Sr US COPYRIGHT 2004 ACS on STN DUPLICATE 10 ' 
DN 131:130211 

Cristalli, G. ^-ostanzi, s. ; Volpini, R. ; Klotz, K -N • 

SSJSTS^ 1 SCie "" Chi " iC - ""—it.." al-Ca^o. Ca m « ino , 



CS 

so 



Nucleosides & Nucleotides (1999) 1fi ^ r c , „ 
CODEN: NUNUD5; ISSN: 0732-8311 5) ' ?39 ~ 74 ° 

Marcel Dekker, Inc. 
DT Journal 
LA English 

» m a sea „ h for potent a „ d sslecUve adenoaiM ^ ^ ^ ^ 
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(HENECA) displays high 
The finding that HENECA ^^^ f ^S*°*/»* vs Alselectivity . 
us to investigate the effect of varionc t I ! S ° f ° r A3 receptors prompted 
positions of this mol. various substituents in different 



CT Adenosine receptors 

CT Adenosine receptors 

C T Purine nucleosides 
RE.CNT 5 
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DN 131:317333 
TI 



vutcri j-irs.ssrs^r* 40 ' *«*-. —u. ^ w . r . s „ njai 

eSjJ^TSSS; T< » ik ° 1 ^«. University „„ rzburg 

Springer-Verlag " 

DT Journal " " 



AU 
CS 
SO 



LA English 
AB 



A number of 2-substituted 5 • -w 

investigated for their affinity ^J^^^doadenosine (NECA) derivs was 
receptors. The compds . were listed ° ^ ty at human A3 .adenosine 

modulation of adenylyl cyclase IS? ? radlol ^9and competition studies ,nH 

s sss^ sra ^sSsr " - 

EC50 values for activation of adeSi v^ ^ " NECA (PENECA; Ki « ■*) . The 
were in good agreement with the reso K? ? 8 * A2A adenosine receptors 

contrast, IC50 values for Al and If^S ^ alues ' f ^m binding expts . ? n 
adenylyl cyclase were shifted to S f ^ inhibition of 
affinities determined in radioligand co " ^ Com P ared fc ° the resp. 
discrepancies between binding and ?,7n^ P stud ies. Similar 

inhibitory Al adenosine recento? it Unctl ? na ^ data: have been observed for th* 

aln^f^ 7 ° f . PENECA ^SiSd^SSpS^r- Therefore, the^me^- - 
adenylyl cyclase inhibition whereas the S?2£?" fc Was - found -in binding and 
receptors that was detected in Uqand hin* lec .tivity compared to A2A 
functional assay. The series of ^and binding was • obscured in the 
identifies 2 -substitution of the purine * ^T^** in this ^udy 

CT 15" de y el °P men t of A3 -selective hlSSfE??"," 3 promisi ^ target for 
CT Adenosine receptors J-ve.nign affinity ligands. 

CT Adenosine receptors 

<-T Adenosine receptors 

CT Adenosine receptors 

t-i Adenosine receptors 

S CN? tr pf Ure ™ CtiVity rel ^ionship 

» 3!R^«!* SbS"" C ° raiGHT » M ** - « "PDICATE u 
DN 129:260718 
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new series of i - / a _ 
ribofuranuronamide-beSnr^arWu^r 

aralkyl, aryl-NH, iLteroa'ryi -^f 00 ' ^-oaryl-^co* Rl Chains 

in rat 8 ^ 6812 ^ ^ test ^'a i i C ^ £ ^' .^ 'have 
ceUs b i a e ln ; emb ranes and at cloned ra? A3 «™ adenosine receptors 

nonL^ectiJe^st^ne^? ^^^^Ft? CHc? 

ribofuranurona^iSe 5 a XI^^S rla '^ yl) ■ 1 - de ^-"^l^ t ' 

aryl, aralkyl - R2 = H ) -L^Si^/^*^** ^rivs . i = H; R1 = 
m ? h ° ^ "fyl-MHCO. heteroaryl-raS- Ri f^ceptors , . the urea derivs 

H) showed different degrees of %f?7 = ary1 ' aralkyl, heteroarv] p ' 

adenosine receptor sub?™ i„ " " ^ ty . and selectivitj f or the A3^ ' = 
p-sulfonamidophenyl-ureFat t-X P artlcular the derivative bearino a 
4-NH2S02C6H4N5) (h) SSwS = Position, I (R = R2 = J * earin 9 a 

fVrl^"^ 0 " ^SSeS t^thaTof^t Ui = 9 nM) ^selectivity 
1- [6- C f(3-iodo P henyl) methyl] aminol ^ he referen ce compound Y 

OT t den °f ine rece Ptors 
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2 En°S ; ArtiCle '' (J0URNAL ARTICLE) 
FS Priority Journals 
EM 199808 

ED Entered STN: 19980903 

Last Updated on STN: 19980903 
Entered Medline: 19980824 

^i^^^i^^i-r the — ctivity 

A2B, and A3 selective adenosine rlclToT*' ' * M " W^ Al, A2A, 
antagonists, was undertaken. Su£ svSw • 

various substituents (amino alkoxv =nH ^ ap P roach w as to introduce 
or 8-positions of the purine rlna £ S ^ 9r ° UpS) into the 2-6- 
of derivatives were respectively 9 ' 2 -lodo T^h"? * 0m ? 0 * n ds for each series 

obtained fromVetS"^^ (13) , 

an in vitro radioligand binding assays at^ com P° u ^s were tinted 
adenosine receptor subtypes Due to fh! 1 i A2A ' and A3 huma n 
suitable radioliaand thl Zee ■ the lack of a 

and the A2B subtypes 8 L? /f" f ° Und for the A3 

for all h «^to^r c i^^S l, gfSS t <3) showed higher affinity 

the highest affinity in the series P * compound 2, and 

0-052 and 0.84 microM, resJecSvelyf S!,^ and A2B subt VP- (Ki = 

substituents, a phenethoxy group i£ 2 J£S? Zln ? the di fferent 

versus A2B selectivity (nea? JoS-f"old)~ P t ("a^ gave the highest A2A 

2- and 6-position (io£ and 12b, rltltli iv^v? 38 3 P hene thylamino 9 grou P in ■ 

receptors, compared to the parent Si 1 improved the affinity at A2B 

hexynyl substituent in 8 posSon tlTtTt 2 " The P«»ence of a ; V ^ 

These dJSerSS'gJ^ XLTcfche^ , PQtdnCy at the A2B subtype ' 
result in the devefopmen^ol ^^tS 1 !^^ 11 ?' m °dif ication^ili 
r-r a 5 flnit y and selectivity for »2B IL« unav ailable leads with good 

Alkylation Se : ME ' meta bolism ■ ' 

Animals 

CHO Cells 

Hamsters 

Ligands 

Magnetic Resonance Spectroscopy 
Purines: CH, chemistry 
Purines: ME, metabolism 

o^ ln f S: PD ' Pharmacology - 
Radioligand Assay 

♦Receptors, Purinergic Pi- AG fl o«r.-i ~i 
Receptors, Purinergic It'- cl c?!~?J S 
Receptors, Purinergic Pi-' me' ttt I f- Catl ° n 
Structure-Activity 9 Re C lations E nip e 
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DN 130:346869 
TI 

AU 

CS 



SO Drug Development Research (1993) 4,,,/., 

CODEN : DDREDK; ISSN: 0272-4391 45(3 / 4 >- 176-181 
PB Wiley-Liss, Inc. 
DT Journal 
LA English 
AB 



Chinese hamster ova" & &o) cellFtll^ Stably -ansfected into 

similar cellular background, usang radloUaaS Indies Tn a 

SinS "J 6 ?^ 1 c y cl ^e activity assays )ifB? w^ 9 StUdies (A1 ' A2 < 
transfected CHO cells for extensive screinrna"o f curren "y using the 

derivs. of our library. Screening of fu 9 ° f nucl eosides and purine 

5'-N : ethylcarboxamidoIdenoSe LSSTVfi. 2 -^ 1 analo 9 s °* 

particular substituents , such as tS ™ • 6d that int roduction of 
group, led to a highly potent non^T 2 -P hen ylhydroxypropynyl 

subtypes (PHPNECA, Ki^n the low ^™f 1Ve ag ° niSt at A1 < ™> an7 A3 
in the A2B functional assay it has T * ""^ at the three subtypes) 
0-88 m is threefold more^orenJ than ^rT^^ PHPNECA < EC5 ° A?b = " 
report in which the introduction^ j ! k ' This art ^le is the fi rst 
NECA led to a compound that L act rv^ S ^ 9r ° U ? in the 2 -position of 
subtype on the other hand, the Presence o/ 9 °Si St . at the human A2B 
traple bond as in phenyl ethynylNE?^ (PENECftf ! ? ^ con 3ugated to the 
A3 subtype. m the purine serilZ i^ f I enhance d selectivity for the 
S-bromo-9-ethyladenine (a BE^f tf, <P ° tentlal antagonists), 7 r the 

receptor subtypes (^Al -T 28 T '"n*?* a11 adenosine 

MM, Ki A3 = 27.8 jiM) . On the ot-S' £ ^ = ° ' 052 ^' Ki A2B = 0 84 
alkynyl chains in the 8-oositinn the deduction of 

CT Adenosine receptors 
CT Adenosine receptors 

CT Drug design 7 - . ,v 

CT Drug interactions 
CT Drug screening 

Adenosine receptors 



CT 

RE.CNT 31 
L7 



« .»» RECORD 



f£- " - » C0RVR I0 „ T (o) 2004 ^ Thomso „ Cotpo „ tion on 

1998:293474 BIOSIS 
DN PREV199800293474 



TI 
AU 

CS Inst 



K jrr author) : voipini ' s - 
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COD EN : NSAPCC. ISSN: 0028-1298 
DT Conference; (Meeting) 

LA Engl f is r h nCe '' AbStraCt; ( Mee ting Abstract, 

ED Entered STN : 8 Jul 1998 " 

Last Updated on STN: 8 Jul 1998 
IT Major Concepts 

» -.rS^r^t^^niS ~ IC «" Biology) 

membrane 
IT Chemicals & Biochemicals 

ale^ine 6 re^tor^ ^ adM °' iM " C «P** •*»*»«:. radioligand; A-3 



L7 



«-« 17 OB 18 B1 0 SIS COBVB IO „ T (c) 2004 The Tho „ so „ Corporati(jn . ^ 

AN 1998:291787 BIOSIS 
DN PREV199800291787 



TI 
AU 



i«£rajssr , i v K t s , t r p r nt ^« n2i . .. 

A.; CtistaUi. G. [KaprinJ authorP auth °n Baraldi. o., Jacobson. K 

■£5i.£i^ S^SrSS- '^.T^m Ital * 

19-24, 1998. he 3rd Mll lennium. Ferrara, Italy. May 

, CODES : DDREBK-. ISSN: 0272-4391 
Conference; (Meeting) 

LA Engl f L r r e; AbStraCt; (MSetin 9 Abstract) 

ED Entered STN: 8 Jul 1993 ' - 

TT M aSt U P dated on ST N-' 13 Aug 1998 
IT Major Concepts 

Pharmacology 

IT Chemicals & Biochemicals • - ~. ... . :, 

adenosine uronamides agonists; adenosine A-3 receptor 
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AN 95222528 MEDLINE " > ^PLICATE 15 

DN PubMed ID: 7707320 
TI 



AU 
CS 



sa e L^i5 r ag^i- ri a n nd S^^^W-' . ,s - ' ' 7 

Siddiqi S M; Jacobson K A T at ^P"ne receptors. 

N; Secrist J A 3rd; Schneiler fw- Crisi^U ? f X ^ ' ^ lman N; Tiwa ~ * 
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ED Entered STN: 19950518 
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Entered Medline: 19950511 
AB The- binding affinities at rat Al, A2a, and A3 adenosine 
receptors of a wide range of derivatives of adenosine 

have been determined. Sites of modification include the purine moiety 
(1-, 3-, and 7-deaza; halo, alkyne, and amino substitutions at the 2- and 
8-positions; and N6-CH2-ring, -hydrazino, and - hydroxy 1 ami no) and the 
ribose moiety (2»-, 3'-, and 5 ' -deoxy; 2'- and 3'- O-methyl; 2 1 -deoxy 
2*-fluoro; 6'-thio; 5 » -uronamide; carbocyclic; 4 ' - or 3' -methyl; and 
inversion of configuration). (-)- and (+) -5 ' -Noraristeromycin were 48- and 
21-fold selective, respectively, for A2a vs Al receptors. 
2-Chloro-6 ' - thioadenosine displayed a Ki value of 20 nM at A2a 
receptors (15-fold selective vs Al) . 2 -Chloroadenin-9-yl (beta-L-2 ' - 
deoxy-6'- thiolyxof uranoside) displayed a Ki value of 8 microM at Al 
receptors and appeared to be an antagonist, on the basis of the 
absence of a GTP-induced shift in binding vs a radiolabeled antagonist 
(8-cyclopentyl-l, 3 -dipropyl -xanthine) . 2 -Chloro-2 ■ -deoxyadenosine and 
2-chloroadenin-9-yl (beta-D-6 • -thioarabinoside) were putative partial 
agonists at Al receptors, with Ki values of 7.4 and 5.4 microM, 
respectively. The A2a selective agonist 2- (1-hexynyl) -5 ' - (N- 
ethylcarbamoyl) adenosine displayed a Ki value of 26 nM at 
A3 receptors. The 4 ' -methyl substitution of 

adenosine was poorly tolerated, yet when combined with other 

favorable modifications, potency was restored. Thus, N6 -benzyl -4 1 - 

methyladenosine-5 1 - (N-methyluronamide) displayed a Ki value of 604 nM at 

A3 receptors and was 103- and 88 -fold selective vs Al 

and A2a receptors, respectively. This compound was a full 

agonist in the A3 -mediated inhibition of adenylate cyclase in 

transfected CHO cells. The carbocyclic analogue of N6 - (3 -iodobenzyl) 

adenosine-5 • - (N-methyluronamide) was 2-fold selective for 

A3 vs Al receptors and was nearly inactive at A2a 

receptors . 

CT _ Check Tags: In Vitro; Support, U.S. Gov't, P.H.S. 
* a' *Adenosine: AA, analogs & derivatives 

Animals 

CHO Cells 

Cell Membrane: ME, metabolism 
Corpus Striatum: ME, metabolism 
Hamsters 

Magnetite Resonance Spectroscopy. 
Purines: CH, chemistry 
Radioligand Assay 
Rats 

♦Receptors, Purinergic PI: AG, agonists 

♦Receptors, Purinergic PI: Al, antagonists & inhibitors 
Recombinant Proteins 
Ribose: CH, chemistry 
Structure-Activity Relationship 
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FILE 'REGISTRY' ENTERED AT 09:52:06 ON 30 SEP 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2004 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI : data file 
provided by InfoChem. 



STRUCTURE FILE UPDATES: 
DICTIONARY FILE UPDATES: 



29 SEP 2004 HIGHEST RN 754169-63-6 
29 SEP 2004 HIGHEST RN 754169-63-6 



TSCA INFORMATION NOW CURRENT THROUGH MAY 21 # 2004 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http : //www . cas . org/ONLINE/DBSS/regis tryss . html 
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2/ 
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G4 
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19 : 
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@2 9 
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1 OH OH 11 



Ak @2 6 



Cb @27 



CH2-OH 
@31 32 



VAR Gl=29/31 

VAR G4=H/26 
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VAR G6=26/27 
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CONNECT IS El RC AT 26 

DEFAULT MLEVEL IS ATOM 

GGCAT IS SAT AT 26 

GGCAT IS MCY SAT AT 27 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
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L3 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2 004 ACS on -STN 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 



DOCUMENT TYPE: 
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2004:220345 CAPLUS : 
140:264531 

Adenosine A3 receptor agonists 
Cristalli, Gloria 
Cv Therapeutics,. Inc., USA. 
PCT Int. Appl., 44 pp. 
CODEN: PIXXD2 
Patent 
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1 



PATENT NO. 
WO 2004022573 



KIND DATE 
A2 20040318 



APPLICATION NO. 
WO 2003-US28025 



DATE 
20030908 



searched by Alex Waclawiw Page 3 



Eric Crane . 10/657,762 



WO 



2004022573 




A3 




20040408 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


TR, 


TT, 


TZ, 


UA, 


UG, 


UZ, 


vc, 


KZ, 


MD, 


RU, 


TJ 






RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


CH, 


CY, 


CZ ,. 


DE, 


DK, 


EE, 


ES, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


200412197 


8 




Al 




20040624 



BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NI, 


NO, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 


TJ, 


VN, 


YU, 


ZA, 


ZM, 


ZW, 


AM, 


AZ, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AT, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


BF, 


BJ, 


CF., 


CG, 


CI, 


CM, 


GA, 



•CH, CN, 

GE, GH, 

LK, LR, 

NZ, OM, 

TM, TN, 

BY, KG, 




US zuuft±^iy/B Al 20040624 US 2003-657762 2^0^908 

PRIORITY APPLN. INFO.: . ' -US 2002-40^247^^ 20020909 

OTHER SOURCE(S): MARPAT 140:264531 ^ U ^ 0909 

AB Adenosine A3 receptor agonists, useful for trWtinTWious disease 

states, including neurol . and cardiac ischemia, asthma, leukopenia and 
neutropenia, cancer and inflammation, are described. For example 
(4S,2R,3R,5R) -5- (hydroxymethyl ) -2- [6- (methoxyamino) ] -2- [ (2- (4- 
methylphenyl)ethenyl)purin-9-yl]oxolane-3,4-diol was prepared and tested for 
its affinity for human Al, A2 and A3 adenosine receptors in HEK-293 or CHO 
IC ici C07H5l9-00 P ° Und dem ° nStrated to be A3 adenosine receptor agonist. 
CC 1-12 (Pharmacology) 

Section cross -reference (s) : 28, 63 
IT 672299-04-6P 672299-05-7P 672299-06-8P 
672299-07-9P 672299-08-OP 672299-09-1P 
672299-10-4P 672299-11-5P 672299-12-6P 
672299-13-7P 672299-14-8P 672299-15-9P 
672299-23-9P 672299-24-0P 672299-25-1P 
672299-26-2P 672299-27-3P 672299-28-4P 
672299-29-5P 672299-30-8P 672299-31-9P 
672299-32-0P 672299-33-1P 672299-34-2P 
672299-35-3P 672299-36-4P 672299-37-5P 
672299-38-6P 672299-39-7P 672299-40-0P 
672299-41-1P 672299-42-2P 672299-43-3P 
672299-44-4P 672299-45-5P 672299-46-6P 
672299-47-7P 672299-48-8P 672299-49-9P 
672299-50-2P 672299-51-3P 67229*9 -52 -4P 
672299-53-5P 672299-54-6P 672299-55-7P 
672299-56-8P 672299-57-9P 672299-58-0P 
672299-59-1P 672299-60-4P 672299-61-5P 
672299-62-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
Therapeutic use) ; BIOL (Biological, study) ; ; PR^p (Preparation) ; USES 
(Uses) 

(preparation, compns. and therapeutic uses of adenosine A3 receptor 
agonists) ^ 
IT 672299-04-6P 672299-05-7P 672299-06-8P 
672299-07-9P 672299-08-OP 672299-09-1P 
672299-10-4P 6722 99 -11-5P 672299-12-6P 
672299-13-7P 672299-14-8P 672299-15-9P 
672299-23-9P 672299-24-0P 672299-25-1P ; 
672299-26-2P 672299 -r27-3P 672299-28-4P 
672299-29-5P 672299-30-8P 672299-31-9P 
672299-32-0P 672299 -33 -IP 672299-34-2P 
672299-35-3P 672299-36-4P 672299-37-5P 
672299-38-6P 672299-39-7P 672299-40-0P 
672299-41-1P 672299-42-2P 672299-43-3P 
672299-44-4P 672299-45-5P 672299-46-6P 
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672299-47-7P 672299-48-8P 672299-49-9P 
672299-50-2P 672299-51-3P 672299-52-4P 
672299-53-5P 672299-54-6P 672299-55-7P 
672299-56-8P 672299-57-9P 672299-58-0P 
672299-59-1P 672299-60-4P 672299-61-5P 
672299-62-6P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation, compns . and therapeutic uses of adenosine A3 receptor 
agonists) 
RN 672299-04-6 CAPLUS 

CN Inosine, 2 - (phenylethynyl) - , O-methyloxime (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



MeCk 

NH 




. HO 



RN 672299-05-7 CAPLUS 

CN Inosine, 2 -f t4 -methylphenyl) ethynyl] - , O-methyloxime (9CI) (CA INDEX 
NAME) 

• Absolute stereochemistry. 



MeO. 

NH 




RN 672299-06-8 CAPLUS 

CN Inosine, 2 - [ (4 -f luorophenyl) ethynyl] - , O-methyloxime (9CI) (CA INDEX . 
NAME) . . 

Absolute stereochemistry. 
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MeCX 

NH 




RN 672299-07-9 CAPLUS 

CN Inosine, 2 - [ (4 -pentylphenyl) ethynyl] - , O-methyloxime (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



MeO. 

NH 




RN 672299-08-0 CAPLUS - 

CN Inosine, 2 -[ [3 - (trif luoromethyl ) phenyl] ethynyl] - , O-mefchyloxime (9CI). . (CA 
INDEX NAME) - : " 

Absolute stereochemistry. 



MeO^ 




:. ..{■ 



RN 672299-09-1 CAPLUS 

CN Inosine, 2 - [ (4 -methoxyphenyl) ethynyl] - , O-methyloxime (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



searched by Alex Waclawiw Page 6 



Eric Crane 10/657,762 



MeO^ 



NH 



MeO 




RN 672299-10-4 CAPLUS 

CN Inosine, 2 - [ [4 - (cyanomethyl ) phenyl] ethynyl] - , O-methyloxime (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 672299-11-5 CAPLUS 

CN Inosine, 2 - [ (4 -acetylphenyl) ethynyl] - , 6- (O-methyloxime) (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



MeO. 

NH 




RN 672299-12-6 CAPLUS 

CN Inosine, 2- (1-hexynyl) - , O-methyloxime (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Eric Crane 10/657,762 



MeO v 



* NH 




n-Bu — 




N. 



,0, 
R R/ 

,R sy 



OH 



HO 



OH 



RN 672299-13-7 CAPLUS 

CN Inosine, 2 - (4 -hydroxy -1 -pen tynyl) - , O-methyloxime (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



MeO. 



^NH 



OH 




Me 





' N, 



,r r; 

R S/ 



*OH 



HO 



OH 



RN 672299-14-8 CAPLUS 

CN Inosine, 2- [ (2 -hydroxycyclohexyl) ethynyl] -, O-methyloxime (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



MeO. 



NH 




OH 




"N. 



.0. 
R R/ 



OH 



HO 



OH 



RN 672299-15-9 CAPLUS 

CN Inosine, 2 - (2 -pyridinylethynyl) - , O-methyloxime (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Eric Crane 10/657,762 



MeCk 



* NH 






•N.. 



R R/ 
,R Si 



OH 



HO 



OH 



RN 672299-23-9 CAPLUS 

CN Inosine, 2 - [ ( trimethylsilyl) ethynyl] - , O-methyloxime (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



MeO x 



*NH 




Me3Si — 




•Nv 



R R/ 



OH 



HO 



OH 



RN 672299-24-0 CAPLUS 

CN Inosine, 2- [ [4- (aminocarbonyl) phenyl] ethynyl] -, 6- (O-methyloxime) (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



Me 



NH 





-N.. 



H 2 N. 




R R/ 
R Si 



HO 



OH 



OH 



RN 672299-25-1 CAPLUS 

CN Inosine, 2 -[( 1-hydroxycyclohexyl) ethynyl] - , O-methyloxime (9CI) (CA INDEX 
NAME) 
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O "" ' . 0:;. 

Eric Crane 10/657,762 



Absolute stereochemistry. 
MeO. 

NH 




RN 672299-26-2 CAPLUS 

CN Inosine, 2 - (3 -pyridinylethynyl) - , O-methyloxime (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



MeO. 

NH 




RN 672299-27-3 CAPLUS 

CN Inosine, 2 - (4 -pyridinylethynyl) - , O-methyloxime (9CI) " (CA INDEX NAME) 
Absolute stereochemistry. c - ... „ 




RN 672299-28-4 CAPLUS 

CN Inosine, 2-ethynyl-, O-methyloxime (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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HO 



RN 672299-29-5 CAPLUS 

CN Inosine, 2 - (5 -cyano- 1-pentynyl ) - , O-methyloxime (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



MeCX 

NH 




HO OH 



RN 672299-30-8 CAPLUS 

CN Inosine, 2- (phenyl ethynyl)- , O-ethyloxime (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




HO 



RN 672299-31-9 CAPLUS 

CN Inosine, 2- (phenylethynyl ) - , O-propyloxime (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



searched by Alex Waclawiw Page 11 



n 



f : 



Eric Crane 10/657,762 



n-PrCk 



* N 





Ph— C= C 

H 



R R/ 
R S/ 



HO 



OH 



RN 672299-32-0 CAPLUS 

CN Inosine, 2 - (phenylethynyl) - , O-cyclopropyloxime (9CI) . (CA INDEX NAME) 
Absolute stereochemistry. 



Ph- 



NH 




RN 672299-33-1 CAPLUS -> 

CN Inosine, 2 - [ (4-methylphenyl) ethynyl] - , O-ethyloxime (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



Et<X 



N 





H 



Me 



"Nv 



R R/ 

.r sy 



OH 



HO 



OH 



RN 672299-34-2 CAPLUS 

CN Inosine, 2 - [ (4 -f luorophenyl ) ethynyl] - , O-propyloxime (9CI) (CA INDEX 
NAME) 
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-Absolute stereochemistry. 



Eric Crane 10/657,762 




RN 672299-35-3 CAPLUS 

CN Inosine, 2 - [ (4 -pentylphenyl ) ethynyl] - , O-cyclopropyloxime (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 672299-36-4 CAPLUS . ^ ' 

CN Inosine, 2 - (4 -hydroxy- 1-pentynyl) - , O-ethyloxime (9CI) (CA INDEX NAME)-/ 

j j 

Absolute stereochemistry. -.v" 



EtOs 




HO OH 



RN 672299-37-5 CAPLUS 
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Eric Crane 10/657,762 

CN Inosine, 2- [ [3- ( trif luoromethyl ) phenyl] ethynyl] - , O-cyclopropyloxime (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 672299-38-6 CAPLUS 

CN Inosine, 2 - [ (4 -methoxyphenyl) ethynyl] - , O-cyclopropyloxime (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 672299-39-7 CAPLUS 

CN Inosine, 2 - (1-hexynyl) - , O-ethyloxime (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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RN 672299-40-0 CAPLUS 

CN SeT' ^f^-^-^ydohexyDethynyl]-, O-propyloxi.a ( 9C I, (CA INDEX 
Absolute stereochemistry. 



n-PrO 




C= C 




RN 672299-41-1 CAPLUS 

CN S^' ^^idinylethynyl)-, 0-cyclopropyloxi m e (9CI) (CA INDEX 
Absolute stereochemistry. 




RN 672299-42-2 CAPLUS 

CN 3-D-Ribofuranuronamide, 1-deoxy-i- [6- (methoxyamino) -2- (2- 
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Eric Crane 10/657,762 
. ^^-iWI-ll^^,.,..,^,. (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 





NHMe 



RN 672299-43-3 CAPLUS 

CN P-D-Ribofuranuronamide, 1-deoxy-N-ethvl i r* / 
Absolute stereochemistry. 



MeO. 





NHEt 



RN 672299-44-4 CAPLUS 

CN P-D-Ribofuranuronamide, l-deoxv-i - tc 

methylphenyl)ethynyl] ^H^SS^,^? I^^Jl^ : 2 "^- ... 

y-u jm methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



MeO. 





NHMe 



RN 672299-45-5 CAPLUS 

CN P-D-Ribofuranuronanude, l-deoxy-N-ethyl-i- [6 . ( methoxyamino) - 2 - f (4 . 
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Eric Crane 10/657,762 
methylphenyl) ethynyl] -9H-purin-9-yl] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




NHEt 



RN 672299-46-6 CAPLUS 

CN p-D-Ribofuranuronamide, 1-deoxy-l- [6- (methoxyamino) -2- (phenylethynyl ) 
9H-purin-9-yl] -N-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



MeCX 

NH 




NHMe 



HO OH 



RN 672299-47-7 CAPLUS 

CN p-D-Ribofuranuronamide, 1-deoxy-N-ethyl-l- [6- (methoxyamino) -2- 
(phenylethynyl) -9H-purin-9-yl] - (9.CI) (CA INDEX NAME). 

Absolute stereochemistry. 



MeO. 

N 




NHEt 



HO OH 

RN 672299-48-8 CAPLUS 

CN p-D-Ribofuranuronamide, 1-deoxy-l- [2- [ (4 -fluorophenyl) ethynyl] -6- 
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Eric Crane 10/657,762 
(methoxyamino) -9H-purin-9-yl] -N -methyl- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 

MeCL 

NH 




NHMe 



RN 672299-49-9 CAPLUS 

CN p-D-Ribofuranuronamide, 1-deoxy-N-ethyl-l- [2- [ (4- 

f luorophenyl) ethynyl] -6- (methoxyamino) -9H-purin-9-yl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



MeO. 

N 




NHEt 



RN 672299-50-2 CAPLUS 

CN p-D-Ribofuranuronamide, 1-deoxy-l- [6- (methoxyamino) -2- [ (4- 

pentylphenyl) ethynyl] - 9H-purin-9-yl] -N-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me(X 

NH 




NHMe 



RN 672299-51-3 CAPLUS 
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Eric Crane 10/657,762 

CN p-D-Ribofuranuronamide, l-deoxy-N- ethyl - 1 - [6- (methoxyamino) -2- [(4- 
pentylphenyl) ethynyl] -9H-purin- 9-yl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 



(CH 2 )4 



MeO. 




NHEt 



RN 672299-52-4 CAPLUS 

CN p-D-Ribofuranuronamide, 1- [2- [ (4-acetylphenyl) ethynyl] -6- 

(methoxyamino) -9H-purin-9-yl] -1-deoxy-N-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



MeO 



NH 



Ac 




NHMe 



RN 672299-53-5 CAPLUS 

CN P-D-Ribofuranuronamide, 1- [2- [ (4-acetylphenyl) ethynyl] -6~ 

(methoxyamino) - 9H-purin-9-yl] -1-deoxy-N-ethyl- (9CI) . (CA INDEX NAME) 

Absolute stereochemistry. 




NHEt 



RN 672299-54-6 CAPLUS 
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Eric Crane 10/657,762 



CN p-D-Ribofuranuronamide, 1-deoxy-l- [2 -ethynyl -6 - (methoxyamino) -9H- 
purin-9-yl] -N-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 672299-55-7 CAPLUS 

CN p-D-Ribofuranuronamide, 1- [2- [ [4- (aminocarbonyl) phenyl] ethynyl] -6- 

(methoxyamino) - 9H-purin-9-yl] -1-deoxy-N- methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me> 



NH 



H 2 N, 





NHMe 



RN 672299-56-8 CAPLUS 

CN p-D-Ribofuranuronamide, 1- [2- [ [4- (cyanomethyl) phenyl] ethynyl] -6- 

( methoxyamino) -9H-purin- 9-yl] -1 -deoxy-N-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



MeO v 



^N 




AA~A\A 

H 




NHMe 



searched by Alex Waclawiw Page 2 0 



Eric Crane 10/657,762 



RN 672299-57-9 CAPLUS 

CN p-D-Ribofuranuronamide, 1-deoxy-l- [6- (methoxyamino) -2- [ (4- 

methoxyphenyl) ethynyl] -9H-purin- 9-yl] -N-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me(X 

NH 




NHMe 



RN 672299-58-0 CAPLUS 

CN P-D-Ribofuranuronamide, 1-deoxy-l- [6- (methoxyamino) -2- [ [3- 

(trif luoromethyl) phenyl] ethynyl] -9H-purin-9-yl] -N-methyl- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Me(X 

N 




NHMe 



RN 672299-59-1 CAPLUS X. 

CN p-D-Ribofuranuronamide, 1-deoxy-l- [2- (1-hexynyl) -6- (methoxyamino) -9H- 
purin-9-yl] -N-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Eric Crane 10/657,762 



MeO. 

N 




NHMe 



HO 



RN 6722 99-60-4 CAPLUS 

CN p-D-Ribofuranuronamide, 1-deoxy-l- [6- (ethoxyamino) -2- (phenylethynyl) 

9H-purin-9-yl] -N-ethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



EtO 



Ph- 




NHEt 



RN 672299-61-5 CAPLUS 

CN p-D-Ribofuranuronamide, 1-deoxy-N-ethyl- 1- [2- (phenylethynyl) -6- 
(propoxyamino) -9H-purin- 9-yl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry, 



n-PrO 



Ph— ( 




NHEt 



RN 6722 99-62-6 CAPLUS 

CN p-D-Ribofuranuronamide, 1- [6- [ (cyclopropyloxy) amino] -2- 

(phenylethynyl) -9H-purin-9-yl] -1-deoxy-N-ethyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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